The Hedgehog (Hh) signaling pathway has many roles in human development and cancer biology [1] , but it has been most intensively studied in developmental settings in Drosophila, where it influences cell fates by regulating activity of the transcription factor Cubitus interruptus (Ci) [2, 3] . Here, Hh signaling promotes nuclear entry of full-length Ci (Ci-155) and activation of target genes that contain Ci-binding sites. In the absence of Hh, an entourage of binding partnersincluding Costal-2 (Cos2), the protein kinase Fused (Fu) and the biochemically anonymous Suppressor of Fused (Su(fu)) -ensure that Ci-155 is efficiently kept out of the nucleus and is slowly cleaved to a shorter form (Ci-75) that actively represses transcription of the same target genes ( Figure 1A ) [ [7] . Whether this activity depends on endogenous Smo was not tested. Nevertheless, these data suggest that recruitment of Cos2 by Smo-CT to the membrane does not suffice to trigger normal signaling (which includes escape from Su(fu) repression) unless accompanied by a signal-induced change that may be shared by Hh and Wnt signaling. Hooper [7] speculated that this change might be dimerization, or at least close apposition, of Smo (or Fz) monomers.
Effects of Smo-Cos2 Complex and Hh on Ci

Smo and Fz Dimers?
The dimerization hypothesis has a little direct support for Fz [14] and would explain the dominant inhibition of 
